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Amendments to the Claims 

Please amend Claims 15-29, 82, 114, 121, 129, and 150. The Claim Listing below wSH 
replace all prior versions of the claims in the application: 

Claim Listing 
1-14 (Cancelled) 

1 5. (Currently Amended^ A pharmaceutical composi tion, comprising a compound represented 
bv [[ofll Formula in, 




or a physiologically acceptable salt thereo f and a pharmaceulicallv acceptable carrier or 
excipient . wherein: 

R^ is an unsubstituted aDcyl; an alkyl group substituted with one or more groups 
selected from fluoro, chloro, bromo, iodo, nitro, hydroxyl, -NR 13 R H , -C(0)R l5 , cyano and 
cycloalkyl; a substituted or unsubstituted aiyl; an aralkyl substituted in the aromatic 
portion of the aralkyl; a heteroaralkyl substituted in the heteroaiyl portion of the 
heteroaralkyl; an ai-alkyl or heteroaralkyl substituted in the alkyl portion of the aralkyl or 
heteroaralkyl with one or more groups selected from fluoro, chloro, bromo, iodo, nitro, 
hydroxys -NR l3 R l4 , -C(0)R l5 , cyano and cycloalkyl; or an unsubstituted aralkyl or 
heteroaralkyl; 
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is a substituted or unsubstituted aryl, a substituted or unsubstituted aralkyl, a 
substituted or unsubstituted heteroaryl or a substituted or unsubstituued hctcroaralkyt 

R l0 is alkyl substituted with NR l3 R K a substituted or unsubstituted aiyl, a 
substituted or unsubstituted heteroarallcyl, or a substituted or unsubstituted 
h eterocyclo alkylalkyl ; 

R n is a substituted or unsubstituted allcyl, a substituted or unsubstituted aiyl, a 
substituted or unsubstituted aralkyl, a substituted or unsubstituted heteroaryl, a substituted 
or unsubstituted heteroaralkyl, a substituted or unsubstituted benzophenone, or a 
substituted or unsubstituted cycloalkylalkyl; 

R 1: is H; 

NR 13 R t 4 is a heterocycloalkyl, and 
R LS is -H, an alkyl, an aiyl or an aralkyl 

16. (Currently Amended) The compositio nc o nipound of Claim 1 5, wherein Rg is substituted 
or unsubstituted phenyl, phenyl-C r C 4 -alkyl, diphenyl-C^C^alkyl, linear C r Ci 2 -alkyl, 
branched C r C J2 -alkyl, cyclic Cj-C^-alkyl, or dicycloalkyl-C r C 4 -alkyL 

17. (Currently Amended) The compositio n iomucmnd of Claim 16, wherein R 8 is phenyl, 
phenyl-C r C 4 -alkyL or diphenyl-C,-C 4 -alkyl wherein the phenyl group or phenyl groups 
optionally bear one or more substituents independently selected from the group consisting 
of C,-C 4 -a1koxy 9 C,-C 4 -alkyl and cyano. 

18. (Currently Amended) The compositio n coin p o und of Claim 1 7, wherein the phenyl group 
or phenyl groups bear one or more substituents independently selected from the group 
consisting of methoxy, methyl, ethyl and cyano. 

1 9. (Currently Amended) The compositione pmp o uud of Claim 15, wherein Rg is selected 
from the group consisting of 2,2-diphenylethyl, 2-(4-ethylphenyl)ethyl, benzyl, 
dipbenylmethyl, 1,2-dtphenylethyl, 3,3-diphenylpropyl, 3,4,5-trimethoxybenzyl, 2,4 7 4- 
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trimethylisopentyl, 2-(4-methoxyphenyl)ethyl, 2-cyclopentyl-2-phenylethyl, or 2-phcnyl- 
2-pyridylethyl. 

20. (Cuirentlj' Amended) The compositio n c ompomul of Claim 1 5, wherein R, is substituted 
or unsubstituted phenyl, substituted or unsubstituted phenyi-C r C 4 -alkyl, diphenyl-CVCr 
alkyl, phenylfurany I or heteroaiyl-Cj-C 4 -alkyl- 



21. (Currently Amended) The compositio ii comoouiid of Claim 20, wherein is phenyl, 

phenyl-C r C 4 -alkyU diphenyl-C^C^alkyl wherein the phenyl group or phenyl groups bear 
one or more substituents independently selected from the group consi sting of cyana^- 
C 4 -alkyl-S- 7 a halogen, a halogenated C r C 4 -aJ1cyl 7 C r C 4 -alkoxy, trifluoromethyl, and 
substituted and unsubstituted phenoxy. 



22. (Currently Amended) The compositio n c o mpound of Claim 20, wherein R*, is phenyl, 

phenyl-Cj-C 4 -alkyl, diphenyl-C,-C 4 -alkyl wherein the phenyl group or phenyl groups bear 
one or more substituents independently selected from the group consisting of cyano, 
methyl, methoxy, phenoxy, chloro-substituted phenoxy, methoxy-substituted phenoxy 
and methyl-substituted phenoxy. 



23. . (Currently Amended) The compositio nc ompo mid of Claim 15, wherein R9 is phenyl, 2- 
cyanopheayl, 3-cyanophcnyl, 4-cyanophenyl, diphenylmethyl, pyra2olylmethyl, 2,4- 
dimethylphenyl, 2-methylphenyl, 3-methylphenyt, 4-methylphenyl, 2-methyJ-4- 
methoxyphenyl, 3-methyl-4«roethoxyphenyl, 4-methylthiophenyl, 3-chIorophenyl, 3- 
trifluoromethylphenyl, benzyl, 2-trifIuoromethyibenzyl, 3-tiifluororaethylbenzyl 9 2- 
chlorobenzyl, 3-chlorobenzyl, 4-chlorobenzyl, 2-methoxybenzyl, 3-methoxybenzyl, 4- 
methoxybenzyl, 2-fluorobenzyl, 3-fluorobenzyl, 4-fluoroben2yl > 3-azidylphenyl, 3-(4- 
methoxyphenoxy)phenyl, or 5-phenylfuran-2-yl. 
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24. (Currently Amended) The compositioD. com po tmd of Claim 15, wherein R, 0 is substituted 
or unsubstituted phenyl, unsubstituted heteroaraalkyl group, unsubstituted 
heterocycloalkylalkyl group, or an alkyl substituted with -NR 15 R 14 . 

25. (Currently Amended) The composition comooiiud of Claim 24, wherein R 10 is 2- 
(imjda2ol~4-yl)etbyl, 3-(imidazol-4-yl)propyl, 3-(imidazoH-yI)propyl 2-(3- 
methylimidazol-4-yl) eth y^ 2-(moipholin-4-yl)ethyl, 2-(4-pyrazolyl)ethyl ? 4- 
pyrazolylmethyl, 2-N,N-dimethylaminoethyl, 3-N^dimethylaminopropyl, or2- 
(aminocarbonyl)phenyl. 

26. (Currently Amended) The compositionc o inpound of Claim 15, wherein R u is a linear or 
branched C r C 4 -alkyl, substituted or unsubstituted phenyl, substituted or unsubstituted 
benzophenonyl, pyrazolyl, aminopyrazolyl, substituted or unsubstituted indolyl-CrQ- 
alkyl, thiophenyl, quinoxaline, substituted or unsubstituted phenyl-C r C 4 -alkyl, 
pyridylcarbonylphenyl, phenylcarbonyl-C r C 4 -alkyl, naphthyl, naphthyl-Ci-C 4 -alkyl, 
diphenyl-C r C 4 -allcyl, Cs-Cg-cycloalkyl-Ci-C^alkyl, C r C fl -alkylcarbonyl.C r C 4 -alkyl s 
fluorenyl, pvrrolvl p ryi To ly i, N-metbylpyrrolyl, or pyridyl. 

27. (Currently Amended) The compositio n compound of Claim 26, wherein R n is a phenyl, 
phenyl-C.-Cj-alkyl, phenylcarbonyl-C,-C 4 -alkyl, naphthyI-C r C 4 -alkyl s diphenyl-C r C 4 - 
alkyl, C 5 -C r cycloaD£yl-C r C 4 -alkyI, fluorenyl or pyridyl substituted with one or more 
substituents independently selected Scorn C,-C 4 -alkyl and C,-C 4 -alkoxy. 

28. (Currently Amended) The corapositio n c o mp o und of Claim 26, wherein R n is a 
benzophenonyl group, wherein said benzophenonyl group is substituted with a Cj-C 4 - 
alkoxy group, a C l -C 4 -all^l group or a chlorine atom. 

29. (Currently Amended) The compositio n e oinp o imd of Claim 15, wherein R n is 
benzophc:non-2-yl, 4'-methoxybeiizophenon-2-yl, 4'-chlorobenzophenon-2-yl J 2-(furan-2 
yl)phenyl, 2-(thiophen-2-yl)phenyl, 2-benzylphenyl, 2-pyridylcarbonylphmyl, 2- 
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(phenoxymethyl^henyl, 2-(/-butyJcarbonyl)phenyl 4 2,2-diphenylethyl, l-fluorenyl, 
(napbth-2-yl)methyl > naphth-l-yl, 3-(phenylcarbonyl)propyl, 4-phenylbutyl, 4- 
butylphenyl, 2-(4-chloiophenylcarbonyl)pheayi, 3-methoxyphenyI, N-methylpyrrol-2-yi, 
2,3-dimethoxyphenyl, S-butyl-2-pyiidyl, 2-naphthylmethyl, 2-cyclohexylethyl, 3- 
methoxyphenyl, N-metbyl-2-pyrrolyl, 2-cyclopentylethyl, 3-oxobutyl, 2-benzopyrazyL, 
qutnoxalin-2-yi, 3-idolyl, (2-methyl2ndol-3-yl)mBthy] > 3-(indol-3-yl)propyI 3 (indol-3- 
yl)methyl, (5-bromoindol-3-yl)methyI, 3-cHorophenyl, 3-aminopyrazol-4-yl, 2-(indol-3- 
yl)-l-hydroxyethyL 3-fluorophenyl, 1 -phenyl- 1 -hydroxymethyl, 2-phenylphenyl, 2- 
phenoxyphenyl, thiophen-2-yI, or isopropyL 



30. (Previously Presented) A composition comprising an enantiomeric mixture of a 
compound represented by the following structural formula: 




or a physiologically acceptable salt thereof* 
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3 1 . (Previous! y Presented) A compound which has a positive specific rotation, wherein flic 
compound is represented by the following structural formula: 




or a physiologically acceptable salt thereof. 

32, (Previously Presented) A compound which has a negative specific rotation, wherein the 
compound is represented by the following structural formula: 
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or a physiologically acceptable salt thereof. 
33-70 (Cancelled) 

71. (Previously Presented) A method of treating a TNF-a mediated condition in a patient, 
wherein the TNF-mediated disease is rheumatoid arthritis, sepsis, inflammatory bowel 
disease, allergic encephalitis or multiple sclerosis, comprising administering to the 
patient a therapeutically effective amount of a compound of Formula HI, 
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or a physiologically acceptable salt thereof, wherein: 

R* is an unsubstituted alkyl; an alkyl group substituted with one or more groups 
selected from fluoru, chloro, bromo, iodo, nitro, hydroxyl, -NR I3 R 14s -C(0)R I5 , cyano and 
cycloalkyl; a substituted or unsubstituted aryl; an aralkyl substituted in the aromatic 
portion of the aralkyl; a heteroaralkyl substituted in the heteroaryl portion of the 
heteroaralkyl; an arallcyl or heteroaralkyl substituted in the alkyl portion of the aralkyl or 
heteroaralkyl with one or more groups selected from fluoro, chloro, bxomo, iodo, nitro, 
hydroxyl, -NR l3 R I4 , -C(0)R l3 , cyano and cycloalkyl; or an unsubstituted aralkyl or 
heteroaralkyl; 

Rg is a substituted or unsubstituted aryl, a substituted or unsubstituted aralkyl, a 
substituted or unsubstituted heteroaryl or a substituted or unsubstituted heteroaralkyl; 

R l0 is alkyl substituted with NR l3 R 147 a substituted or unsubstituted aiyl, a 
substituted or unsubstituted heteroaralkyl, or a substituted or unsubstituted 
heterocycloalkylalkyl; 

R u is a substituted or unsubstituted alkyl, a substituted or unsubstituted aryl, a 
substituted or unsubstituted aralkyl, a substituted or unsubstituted heteroaryl, a substituted 
or unsubstituted heteroaralkyl, a substituted or unsubstituted ben20phenonyl, or a 
substituted or unsubstituted cycloalkylalkyl; 

R 12 is -H; 

NR 13 R M is a heterocycloalkyl, and 
R )5 is -H, an alkyl, an aryl or an aralkyl. 
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72. (Previously Presenl ed) The method of Claim 7 1 , wherein is substituted or 
unsubstituted phenyl, phenyl-Ci-C^alkyl, dipheayl-C 1 -C 4 -alkyl, linear C 1 -C n -aIkyl, 
branched C t -C 12 -alkyl> cyclic C 3 -C 12 -alkyl ? or dicycloalkyl-Cj^-alkyL 

73. (Previously Presented) The method of Claim 72, wherein R 8 is phenyl, phenyl-C r C 4 - 
alkyl, or diphenyl-C r C 4 -aIkyl wherein the phenyl group or phenyl groups bear one or 
more substituents independently selected from the group consisting of C l -C 4 -alkoxy, C r 
C alkyl and cyano. 

74. (Previously Presented) The method of Claim 73, wherein the phenyl group or phenyl 
groups bear one or more substituents independently selected from the group consisting of 
methoxy, methyl and cyano. 

75. (Previously Presented) The method of Claim 71, wherein Rg is selected from the group 
consisting of 2,2-diphenylethyl 7 2-(4-ethylphenyl)ethyl, benzyl, diphenylmethyl, 1,2- 
diphenylethyl, 3,3-diphenylpropyl, 3,4,5-trimethoxybenzyl, 2,4,4-nimethylisopentyl, 2- 
(4-methoxyphenyl)cthyl, 2-cyclopentyl-2-phenylethyl > or 2-phenyI-2-pyridylethyl. 

76. (Previously Presented) The method of Claim 71 wherein is substituted or unsubstituted 
phenyl, plienyl-C^C^-alkyl, diphenyl-C^-alkyl, phenylfiiranyl or heteroaiyl-Ci-C 4 - 
alkyl. 

77. (Previously Presented) The method of Claim 76, wherein R, is phenyl, phenyl-C^Qj- 
alkyl, diphenyl-C r C 4 -alkyl wherein the phenyl group or phenyl groups bear one or more 
substituents independently selected from the group consisting of cyano, CrC 4 -aTkyl-S-, a 
halogen C,-C 4 -alkyl, C r C 4 -alkoxy, trifluoromethyl, and substituted and unsubstituted 
phenoxy. 

7S. (Previously Presented) The method of Claim 76, wherein R$ is phenyl, pbenyl-C r C 4 - 

alkyl, diphenyl-Cj-C^alkyl wfaereii) the phenyl group or phenyl groups bear one or more 
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substituents independently selected from the groap consisting of cyano, methyl, me&oxy, 
phenoxy, chloro-substituted phenoxy, methoxy-substimted phenoxy and methyl- 
substituted phenoxy* 

79. (Previously Presented) The method of Claim 71, wherein is phenyl, 2-cyanophenyI, 3- 
cyanophenyl, 4-cyanophenyl, diphenylmethyl, pyrazolylmethyl, 2,4-dimethylphenyl, 2- 
methylphenyl, 3-methylphenyl, 4-methylphenyl, 2-methyl-4-methoxyphenyl s 3-methyl-4- 
methoxyphenyl, 4~7nethylthiophenyl, 3-chlorophenyl, 3-trifluoromethylphenyl, benzyl, 2- 
trifluoromethylbenzyl, 3-trifluoromethylbenzyl 3 2-chlorobenzyl, 3-chlorobenzyl, 4- 
chlorobenzyl, 2-methoxybenzyl, 3-roeihoxybenzyl, 4-methoxybenzyl, 2-fluorobenzyl, 3- 
fluorobenzyl, 4-fluorobenzyI s 3-azidylphenyl, 3-(4-methoxyphenoxy)phenyl 9 or 5- 
phenylfuran-2-yl. 

80. (Previous ly Presented) The method of Claim 7 1 > wherein R 10 is substituted or 
unsubstituted phenyl, unsubstituted heteroaraalkyl group, unsubstituted 
heterocycloalkylalkyl group, or an alkyl substituted with -NR 13 R U . 

8 1 . (Original) The method of Claim 80, wherein R 10 is 2-(imidazol-4-yl)ethyl, 3-(imidazol-4- 
yI)propyl, 3-(imidazol-l-yl)propyl 2-(3-methylimida2ol-4-yl)ethyl, 2~(morpholin-4- 
yl)ethyl, 2-(4-pyrazolyl)ethyl, 4-pyrazolylmethyl, 2-N,N-dimethylaminoethyi ? 3-N,N- 
dimethylaminopropyl, and 2-(aminocafbonyl)phenyL 

82. (Currently Amended) The method of Claim 71, wherein R n is a linear or branched C r C 4 - 
alkyl, substituted or unsubstituted phenyl substituted or unsubstituted ben20phenonyl t 
pyrazolyl aminopyrazolyL, substituted or unsubstituted iQdolyl-C 1 -C 4 -aIkyl, thiophenyl, 
quinoxaliae, substituted or unsubstituted phenyl-C,-C 4 -alkyl 3 pyridylcaibonylphenyl, 
phenylcarbonyl-C r C it -alkyl f naphthyl, naphthyl-C,-C 4 -alkyl, diphenyl-C^C^alkyl, C s -C 8 - 
cycloalkyl-C^C^alkyl, CrC^alkylcarbonyl-Cj-C^alkyl, fluorenyl, p.yrro_ly l p ryirolvL N- 
methylpyrrolyl, or pyridyL 
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83. (Original) The method of Claim 82, wherein R„ is a phenyl, phenyl-C,-C 4 -alkyl, 
phenylcarbonyl-C r C 4 -alkyl, naphthyI-C r C 4 -alkyl f diphenyl-C r C 4 -aliyI ? C 5 -C 8 - 
cycloalkyl-C,-C4-alkyl, fluorenyl or pyridyl substituted with one or more substituems 
independently selected from C^C^alkyl md C r C 4 -alkoxy. 

84. (Original) The method of Claim 82 s wherein R, : is a benzophenonyl group, wherein said 
benzopheaonyl group is substituted with a C r C 4 -aIkoxy group, a C r C 4 -alkyl group or a 
chlorine atom. 

85. (Original) The method of Claim 71, wherein R n is benzophenon-2-yl, 4 T - 
methoxybenzophenon-2-yl, 4'-chlorobenzophenon-2-yl, 2-(furan-2-yl)phenyl, 2- 
(thiophen^-yl^henyl, 2-benzyIphenyl, 2-pyridylcarbonylphenyl, 2- 
(phenoxymethyl^henyl, 2-(r-butylcarbony1)phenyl, 2,2-diphenylethyl, 1 -fluorenyl, 
(naphth-2-yl)methyl, naphth-l-yl, 3-(phenylcarbonyl)propyl, 4-phenylbutyl, 4- 
butylphenyl, 2-(4-chlorophenylcarbonyl)phenyl s 3-methoxyphenyl, N-methylpyrrol-2-yl, 
2,3-dimethoxypheriyl, 3-butyl-2-pyridyl, 2-naphthylmethyl, 2-cyclohexyIethyl, 3- 
methoxyphenyl, N-methyl-2-pyrrolyl, 2-cyclopentylethyU 3-oxobutyl, 2-benzopyrazyl, 
quinoxalin-2-yl, 3-idolyl, (2-methylindol-3-yl)methyl, S-Ondol-S-y^propyl, (indol-3- 
yi)niethyl, (5-bromoindol-3-yl)methyl, 3-chlorophenyl, 3-aminopyrazol-4-yl, 2-(indol-3- 
yl)-l-hydroxyetbyl 3-fluorophenyl, 1 -phenyl- 1-hydroxymethyl, 2-phenylphenyl, 2- 
phenoxyphenyl, ttuophen-2-yl, or isopropyL 

86-97 (Cancelled) 

98. (Previously Presented) A method of treating a TNF-a mediated condition in a patient, 
wherein the TNF-mediated disease is rheumatoid arthritis, sepsis, inflammatory bowel 
disease, allergic encephalitis or multiple sclerosis, comprising tbe step of administering to 
the patient a therapeutically effective amount of a compound represented by the following 
structural formula: 
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or a physiologically acceptable salt thereof. 

99. (Original) The method of Claim 98, wherein the compound has a positive specific 
rotation. 

100. (Original) The method of Claim 98, wherein the compound has a negative specific 
rotation. 

101-108 (Cancelled) 

1 09. (Previously Presented) A compound according to Formula HI: 
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(EI) 



or a physiologically acceptable salt thereof, wherein; 

R s is an unsubstituted alkyl; an alkyl group substituted with one or more groups 
selected from fluoro, chloro, bromo, iodo, nitro, hydroxy!, -NR 13 Ri 4J -C(0)R 13 , cyanoand 
cycloalkyl; a substituted or unsubstituted aryl; an aralkyl substituted in the aromatic 
portion of the aralkyl; a heteroaralkyl substituted in the heteroaryl portion of the 
hetero aralkyl; or an unsubstituted aralkyl or heteroaralkyl; 

is a substituted or unsubstituted aryl, a substituted or unsubstituted aralkyl, a 
substituted or unsubstituted heteroaryl or a substituted or unsubstituted heteroaralkyl; 

R l0 is an alkyl substituted with NRi 3 R 14 or a substituted or unsubstituted 
heteroaralkyl; 

R n is a substituted or unsubstituted alkyl, substituted or unsubstituted aryl, a 
substituted or unsubstituted aralkyl, a substituted or unsubstituted cycloalkylalkyl, or a 
substituted or unsubstituted benzophenone 
R l2 isH; 

NR I3 R 14 is u heterocycloalkyl, and 
R l3 is -H, an alkyl, an aryl or an aralkyl. 

110. (Previously Presented) A compound according to Claim 109 wherein R 10 is an 
unsubstituted heteroaralkyl. 

111. (Previously Presented) A compound according to Claim 110 wherein said heteroaraalkyl 
is C u6 alkyl pyridyl, C^ alkyl pyrimidyl, C^ alkyl quinolyl, C Jh6 alkyl isoquinolyi, C M 
alkyl pyirolyl, C,^ alkyl quinoxalyl, C,^ alkyl iniidazolyl, C,. 6 alkyl oxazolyl, C^ alkyl 
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isoxazolyl, C 1-6 alkyl pyrazolyl, C U6 alkyl thienyl, C,. 6 alkyl furanyl, C M alkyl pyrazolyl, 
C l-6 alkyl ihiadiazolyt, C u alkyl oxadiazolyl, C,. 6 alkyl indazolyl, C w alkyl thiazolyi C M 
alkyl isothiazolyl, C w alkyl tetrazolyl, C M alkyl benzo (b) thienyl, alkyl 
benzimidazolyl, C Wi alkyl benzoxazolyl, C w alkyl benzothiazolyl, C lr6 alkyl 
benzothiadiazolyl, C u alkyl benzoxadiazolyl, C ufi alkyl indolyl, C,. 6 alkyl 
tetrahydroindolyl, C lpfi alkyl azaindolyl, C u€ alkyl indazolyl, C w alkyl quinolinyi, C M 
alkyl imidazopyridyl, C M alkyl puiyl, C 1h6 alkyl pyirolo[2,3<|pyrimidyl, alkyl 
pyrazolo[3,4-d]pynmidyl. 

112. (Previously Presented) A compound according to Claim 1 1 1 wherein is unsubstituted 
or substituted aryl. 

113. (Previously Presented) A compound according to Claim 1 12 wherein R$ is substituted or 
unsubstituted phenyl. 

114. (Currently Amended) A compound according to Claim 110 wherein R H is an 
unsubstituted or substituted benzophenonyl, pyrazolyl, aminopyrazolyl, substituted or 
unsubstituted indolyl-C,-C 4 -alkyl 9 thiophenyl, qtrinoxaline, substituted or unsubstituted 
phenyl-C r C 4 -alkyl pyridylcarbonylphenyl, phenyicaxbonyl-C r C 4 -alkyl 7 naphthyl, 
naphthyl-C r C 4 -alkyl, diphenyl-C r Q-alkyl, C 5 -C s -cycloalkyl-C r C 4 -alkyl, C r C 4 - 
alkylcarbonyl-C r C 4 -alkyl ) fluorenyl, pyrroly lp ry rro lvl N-methylpyirolyl> orpyridyl. 

115. (Previously Presented) A compound according to Claim 1 14 wherein R, , is unsubstituted 
or substituted benzophenonyl. 

116. (Previously Presented) A compound according to Claim 1 09 wherein is phenyl, 
phenyl-C 1 -C 4 -alkyl > or diphenyl-C r C 4 -alkyl wherein the phenyl group or phenyl groups 
optionally bear one or more substituents independently selected from the group consisting 
of C,-C 4 -alkoxy, C r C 4 -alkyl and cyano. 
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1 17. (Previously Presented) The compound of Claim 116, wherein Rg is selected from the 
group consisting of 2,2-diphenylethyl, 2-(4-ethyIphenyl)ethyl, benzyl, diphenylmethyl 
1,2-diphenylethyl, 3 f 3-diphenylpropyl, 3,4,5-trimethoxybenzyl, 2,4,4-tiiinethylisopaityi, 
2-(4-methoxyphenyl)ethyl J , 2-cyclopentyl-2-phenylethyl, or 2-phenyl-2-pyridylethyL 



118. (Previously Presented) A compound according to formula: 

O R 10 




(HI) 



or a physiologically acceptable salt thereof, wherein; 

R s is as unsubstituted alkyl; an alkyi group substituted with one or more groups 
selected from fluoro, chloro, bromo, iodo, nitro, hydroxyl, -NR 13 R U , -C(0)R 15 , cyano and 
cycloalkyl; a substituted or unsubstituted aryl; an aralkyl substituted in the aromatic 
portion ofthe aralkyl; a heteroaralkyl substituted in the heteroaryl portion of the 
heteroaralkyl; or an unsubstituted aralkyl or heteroaralkyl; 

R^ is a substituted or unsubstituted phenyl; 

R 10 is a C r C 6 alkyl imidazolyl; 

R H is a substituted or unsubstituted alkyl, substituted or unsubstituted aryl> a 
substituted or unsubstituted aralkyl, a substituted or unsubstituted benzophenone or a 
substituted or unsubstituted cycloalkylalkyl; and 

R 12 is H A 

NR 13 R )4 is a heterocycloalkyl, and 
R ]5 is -H, an alkyl, an aryl or an aralkyl. 

119. (Previously Presenied) A compound according to Claim 1 1 8 wherein Rg is phenyl, 

phenyl-C , -C 4 - alkyl , or diphenyl-C,-C 4 -alkyl wherein the phenyl group or phenyl groups 
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bear one or more substiuieiils independently selected from the group consisting of CfCr 
alkoxy> C r C 4 -alkyl and cyano. 

120. (Previously Presented) The compound oFClaim 119, wherein R 8 is selected from the 
group consisting of 2,2-diphenylethyl, 2-(4-ethylphenyl)ethyl, benzyl diphenylmethyl, 
1,2-diphenylethyl, 3,3-diphenylpropyl, 3,4,5-trimethoxybenzyl, 2,4,4-trimethylisopentyl, 
2-(4-methoxyphenyl)ethyl, 2-cyclopentyl-2-phenylethyl 1 or 2-phenyl-2-pyridylethyL 

121. (Currently Amended) A compound according to Claim 1 1 8 wherein R n is an 
unsubstituted or substituted benzophenonyl, pyrazolyl, anunopyrazolyl, substituted or 
unsubstituted indolyl-Ci-A-^lr ^oph^ylrq^oxaline, substituted or unsubstituted 
phenyl-C r C 4 -alkyl ? pyridylcarbonylphenyl, phenylcarbonyl-C r C 4 -alkyl ? naphthyl, 
naphdiyl-C,-C,-alkyl, dipheny1-C r C 4 -alkyl, C 5 -C 8 -cycloalky^C r C 4 -alkyl 3 C r C 4 - 
alkylcarbonyl-C^C^alkyl, fluorenyl, Dyrrolv Iiy iTi T olvl , N-methylpyrrolyl, or pyridyL 

122. (Previously Presenled) A compound according to Claim 121 wherein R n is substituted or 
unsubstituted benzophenonyl. 

123. (Previously Presemed) A method of treating a TNF-a mediated condition in a patient, 
wherein the TNF-mediated disease is rheumatoid arthritis, sepsis, inflammatory bowel 
disease, allergic encephalitis or multiple sclerosis, comprising administering to a patient a 
therapeutically effective amount of: 




or a physiologically acceptable salt thereof, wherein 



PAGE 21/28 * RCVD AT 2/22/2005 1 1 :46:06 AM [Eastern Standard Time] 1 SVRUSPT0-EFXRF-1/2 * ONIS:8729306 * CSID:+978 341 0136 * DURATION (mm-ss):0748 



Feb-22-0: 11:47 From-H 3 S R Inc. +97S-341-G1 35 T-057 P. 022/023 J-567 

09/^52,965 

-19- 

R K is an unsubstituted alkyl; an alkyl group substituted with one or more groups 
selected fiom fluoro, chloro, bromo, iodo, nitro, hydroxyl, -NR 13 R Us -C(0)R 15s cyaaoand 
cycloalkyl; a substituted or unsubstituted aryl; an aralkyl substituted in the aromatic 
portion of the aralkyl; a heteroaralkyl substituted in the heteroaryl portion of the 
heteroaralkyl; or an unsubstituted aralkyl or heteroaralkyl; 

is a substituted or unsubstituted aryl, a substituted or unsubstituted aralkyl, a 
substituted or unsubstituted heteroaryl or a substituted or unsubstituted heteroaralkyl; 

R J0 is an alkyl substituted with NR 13 R, 4 , or a substituted or unsubstituted 
heteroaralkyl; 

R H is a substituted or unsubstituted alkyl, substituted or unsubstituted aryl, a 
substituted or unsubstituted aralkyl, a substituted or unsubstituted cycloalkylalkyl, or a 
substituted or unsubstituted benzophenone; 
R 12 is -H; and 

NR, jR u is a heterocycloalkyl, and 
R 15 is -H, an alkyl, an aryl or an aralkyl. 

124. (Previously Presented) The method according to Claim 123 wherein R 10 is an 
unsubstituted heteroaralkyl. 



125. (Cancelled) 

126. (Previously Presented) The method according to Claim 124 wherein said heteroaraalkyl is 
C,^ alkyl pyridyl, C Ufi alkyl pyrimidyl, C l-6 alkyl quinolyl, C lkfi alkyl isoquinolyl, alkyl 
pyrrolyl, C w alkyl quinoxalyl, C^ alkyl imidazolyl, C w alkyl oxazolyl, C^ alkyl 
isoxazolyl, C M alkyl pyrazolyl, C^ alkyl thienyl, C^ alkyl furanyl, C^ alkyl pyrazolyl, 
C u alkyl thiadiazolyl, C,^ alkyl oxadiazolyl, C M alkyl indazolyl, Ci. 6 alkyl thiazolyl, C,_ 6 
alkyl isothiazolyl, C^ alkyl tetrazolyl, C^ alkyl benzo (b) thienyl, C 1-6 alkyl 
benzinridazolyl, C,^ alkyl benzoxazolyl, C l-fi alkyl benzothiazolyl, C u alkyl 
bcnzothiudiazolyl, C,. $ alkyl benzoxadiazolyl, C ]a6 alkyl indolyl, Cj. 6 alkyl 
tetrahydroindolyU C lm6 alkyl azaindolyl, C,^ alkyl indazolyl, C 1-6 alkyl quinolinyl, C 1-6 
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alkyl imidiizopyndy I, C x . c alkyl puryl, C u6 alkyl pyrrolo[2>d]pyrimidyl, or C,. 6 alkyl 
pyrazolo[3 ? 4-d]pyriniidyl. 

127. (Previously Presented) The method according to Claim 126 wherein R, is unsubstituted 
or substituted aiyl. 

128. (Previously Presented) The method according to Claim 127 wherein R> is substituted or 
unsubstitu ted phenyl. 

129. (Currentl> Amended) The method according to Claim 123 wherein R„ is an unsubstituted 
or substituted benzophenonyl, pyrazolyl, aminopyrazolyl, substituted or unsubstituted 
indolyl-C,-C 4 -alkyl, thiophenyJ, quinoxaline, substituted or unsubstituted phenyl-C r C 4 - 
alkyl, pyridylcarbonylphenyl, phenyIcarbonyl-C r C 4 -alkyL, naphthyl, naphthyl-C,-C 4 - 
alkyl, diphenyl-C r C 4 -aIkyl, C 5 -C r cycloalkyl-C r C 4 -alkyl, C r C 4 -alkylcaibonyl-C r C 4 - 
alkyl, fluorenyl, pvnrolyl pi vnolyL N-methylpyrrolyl, or pyridyl 

130. (Previously Presented) The method according to Claim 129 wherein R„ is unsubstituted 
or substituted ben20phenonyl. 

131. (Previously Presented) The method according to Claim 123 wherein R$ is phenyl, phenyl- 
C,-C 4 -alkyl, or diphenyl-C r C 4 -alkyl wherein the phenyl group or phenyl groups 
optionally bear one or more substituents independently selected from the group consisting 
of C r C 4 -:dkoxy, C r C 4 -alkyl and cyano. 

132. (Previously Presented) The method of Claim 131, wherein the phenyl group or phenyl 
groups optionally bear one or more substituents independently selected from the group 
consisting of rnethoxy, methyl, ethyl and cyano. 

133. (Previously Presented) The method of Claim 131, wherein R 8 is selected from the group 
consisting of 2,2-diphenylethyl, 2-(4-ethylphenyl)ethyl, benzyl, diphenylmethyl, 1,2- 
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diphenylethyl, 3,3-diphenylpropyl, 3,4,5-trimethoxyberizyl, 2,4,4-trimethylisopentyl, 2- 
(4-rnethoxyphenyl)etliyl, 2-cyclopentyl-2-phenylethyl, or 2-phenyl-2-pyridylethyl. 



134-146 (Cancelled) 

147. (Previously Preseni ed) A method of treating a TNF-oc mediated condition in a patient, 
wherein the TNF-mediated disease is rheumatoid arthritis, sepsis, inflammatory bowel 
disease, allergic encephalitis or multiple sclerosis, comprising administering to a patient a 
therapeutically effective amount of formula: 




R 12 Rg O 



or a physiologically acceptable salt thereof, wherein; 

R g is an unsubstituted alkyl; an alkyl group substituted with one or more groups 
selected from fluoro, chloro, bromo, iodo, nitro, hydroxyl, -NR ]3 R 145 -C(0)R]5, cyano and 
cycloalk>l; a substituted or unsubstituted aryl; an aralkyl substituted in the aromatic 
portion of the aralkyl; a heteroaralkyl substituted in the heteroaryl portion of the 
heteroaralkyl; or an unsubstituted aralkyl or heteroaralkyl; 

R ? is a substituted or unsubstituted phenyl; 

R 10 is a C r C 6 alkyl imidazolyl; 

R„ is a substituted or unsubstituted alkyl, substituted or unsubstituted aryl, a 
substituted or unsubstituted aralkyl, a substituted or unsubstituted benzophenone or a 
substituted or unsubstituted cycloalkyalkyl; 

R 12 is hydrogen; and 

NR 13 R 14 is a heterocycloalkyJ, and 

R I5 -H, an alkyl, an aryl or an aralkyl. 
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148. (Previously Presented) The method according to Claim 147 wherein R g is is phenyl, 
phenyl-C,-C 4 -aJkyl, or diphenyl-C,-C 4 -alkyl wherein the phenyl group or phenyl groups 
bear one or more substituents independently selected from the group consisting of C,-C 4 - 
alkoxy, C,-C 4 -allcyl and cyano. 

149. (Previously Presented) The method according Claim 148, wherein R 8 is selected from the 
group consisting of 2,2-diphenylethyl, 2-(4-ethylphenyl)ethyl, benzyl, diphenylmethyl, 
1,2-diphenylethyl, 3,3-diphcnylpropyL 3,4,5-tiimethoxybenzyl, 2,4,4-trimethylisopentyl, 
2-(4-methoxyphenyl)ethyl, 2-cyclopentyl-2-phenylethyL or 2-phenyl-2-pyridylethyl 

150. (Currently Amended) The method according to Claim 147 wherein R„ is an unsubstittited 
or substituted benzopbenonyL pyrazolyl, arninopyrazolyl, substituted or unsubstituted 
indolyl-C,-C 4 -alkyl, thiophenyl, quinoxaline, substituted or unsubstituted phenyl-C r C 4 - 
alkyl, pyridylcarbonylphenyl, phenylcarbonyl-Ci-C 4 -alkyl, naphthyl, naphthyl-C x -C 4 - 
alkyl, diphenyl-C,-C 4 -alkyl, C 5 -C 8 -cycloalkyl-C r C 4 -allcyl > C r C 4 -alkylcarbonyl-C r C 4 - 
attcyl, fluorenyl, pyrrol vl |j iyiiolyl , N-methylpyrrolyl, or pyridyL 

151. (Previously Presented) The method according to Claim 150 wherein R„ is substituted or 
unsubstimted benzophenonyl- 

152-160 (Cancelled) 
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